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[St*® 1 1 4C8#l# J^OCD52 7 =f- * b £ mttoJ&fr t L X #^1" & > 

[»*® 2 ] 4C8*5vftJ^OCD52 7^Xf t T^tl" & , 

[ft*® 3 ] CD3T n--* b £ £ t> K-g-tN »*® 1 4 fctt 2 ffi*cO[M5l 

[If*® 4 ] CD3T rf- X b **#i;CD3#i/ft:£ (±-e<£> 7 5 > b "Cab * . 

it*® 3 tm<Dmmm.m.m 0 

[it*®5] mn&fcfrWK Mttft#*fc»±fc hiMfc-c**, st*®4ffl 

[If*® 6 ] 4C8*fefWJJL^OCD52 7^-7 b £ ^fltoJ&fr t Lt^t * . 
[It*® 7 ] CD52 7 3*^1> 3*#lCD52#l# £ tz it % <D 7 7 7 * > b T? £> & 

, it*® i ~ 6 (D^fL^muwL<Dmmm.^m 0 

[If*® 8 ] #LCD52#L#rt*t: b Itift^t ti b *i#-e* & > I**® 7 ffl 
[If*® 9 ] _tffi t b Ifct/Mfrd*? ? Hi b *fc^#Campath-lH-e£ & . It* 

®8ismois^a^% 0 

[if*® io] g e&^iu r fi&ra&ga&Er^i* 
$ tzitr&motzttxD, it*® l ~ 9 *LM®iam<^ISISIB.j»o 

[|f*®l 1] ^^^^OTlcf&mi-^CD52^4C8t/L#^OCD52T=f 
"7 <5> $Co 

[It*® 1 2 ] CD52T b fimCD52fim£ tzii^V)?? ft > b "Cab 

it*® i lfam^^o 
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intern 1 3 ] mv52&Lm s K. v imfot kh^y %m-z$> & , i 

[m^M 1 4 ] ±Ifi £ h Itfcvft^ ? h b ffc&#Campath-lH-T?& * . iff 

^i 3iam^&o 

[fflfttg 1 5 ] ±IB^,^ffl^O^MH^1-^CD3tcCD3T =T-* fcfpffl $ 

[fff#S i 6 ] CD3T =f~* y tfmmtiifot tz\t^(oy ?y*>Y x*%>%> 

7] ^cD3^L#^t: hfl*t«fetit wami 
i>cox«$)Z>, m$oMi 1-1 7^^-rtt^i^ia^o^o 

' [fff*£2 0] _h|fi^«^*tt'Jft.#^tr^>^. Iff^l 9fS«<7)^ 

[iff 2 1 ] &-j!£«^OCD3 T^Xf «£ if CD52 T^f-KY M 

o 

[Iff 3t£ 2 2 ] fcg&H J&^<Z>CD3 7 =f - * b $ Ij&js «t 1*0)52 T =T- * h jfij 

o 

[Iff 2 3 ] 5&«E«J«0«b*. P0«^Ife©4Wb»t**5 <££*/& L < lii* 
#tCD52t: Mldfrfctfcttfc Yfflb*fmtZ-fifeo 

, CD52 1 <»i®EAfem * y - - > y-t a ^ e 
[3&9!ol#fflfcl&IK] 

[0 0 0 1] 
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[0 0 0 2] 

4C8^&7 fu-j-ilsfofe (4C8mAb) #\ H MUfe^ilf ft^i 
9kM>L1z (Masuyama, J. et al., (1999) J. Exp. Med., 189, 979) 0 Tjfflfl&a* 

ri s ft&T^7fe1-& OTNifc < , CD4l^ttCD45R0I^ttCD26^l^tt^©'tt<b^ M 
-TlH^I^Ultt-S i t^f)^ti/^ 0 EP*>. 4C8mAb(iT«OJflLl : l*I 

fill JW-f * * / * n - f - ;vfcyffc-e& * 0 
[0 0 0 3] 

4C8mAbO«f^4r«H6fc LTll0eT^OiHifte^R^$^/S (Masuy 
ama, J. et al., (2002) J. Immunol., 169, 3710) 0 #$^iiT|ffl«ttlbfg 

#£-5-x.£o CD3T^-^ h t LXmn3tfmx*$>ZOKr3&m^fz£ 4C8mAbfc 
CD3> 4C8mAb(Wfl#$!l$tK «fc & Stt-fba^jWIfttt in vitroiC;i3V>-C* 0 D * n 

[0 0 0 4] 

1. HWtt T ffl fe 
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«^o—o^T*ffl^^^>o T*ffl^(±^ULTCD4i^i4<7)^;i//^- mmtcvm 

L T tt tt P, Sr j^K^ * § . * ^JSi" * 3 BtrCJiC £** L T »±fcg&fe 

MUmtff&Z. LX& 0 SEBMSttRttHb* * ^ - #*£a t, ttr v> & 0 Lri* U * t> £ 
BffilS K**"*- & «SN fcfcftJS&«rJ&H6 <ifci:iot| B$M5Hfefc;0*£-f * o £ <0 

(central tolerance) fcOf tfft£JWRfci5*t* Ifi^ttTllli^ n-> 
?>}£l&<S9*8fl* (Kisielow, P.et al., 1988. Nature. 333:742-746.) „ 
*85fc# (peripheral tolerance) t Of tf*L*«fl|lC X h g BSfi>14T«0« 
^fOiif^-So «ffl!&^wSI#*4v^±gB^U#t-*^lS«rtt 
(anergy) <7)^^ (Rocha, B. , and H. von Boehmer. 1991. Science. 251:1225 
-1228.; Jenkins, M.K., and R. H. Schwartz. 1987. J. Exp. Med. 165:302-31 
9.) t&K, mWmmm (regulatory T cell) KX Ztmtft&WM (Shevach 
, E.M. 2000. Annu. Rev. Immunol. 18:423-449.) (D&m&tobtLX^&o PfS 

mmm 1 1±, z ntzmmomtz %m&x& n , m<wmj& km l t m 
um%ftm t\**?z.tkzxv xfcmttwt>ti& 0 

ti**L<Dft&B& Kftfcw Km § , —-fiim-fi KMir/h mw&rmm. t l xwm 
■fz>z.t-hmhKz> x o \z.i£^x^tz 0 km, mnmffljfo tLx om&M&o 

<D$m t (D&Viffitif K o v » x i*#&&<Di&&<Dm$. K is v » T i> #• < <Dmm 

? 3&TOttT»iiin vitro£ fciiin vivotCi3^T 
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OiTO^Hi: LTfU^^^T^TV^ (Roncarolo, M.G., and M.K. Levings. 2 
000. Curr. Opinion. Immunol. 12:676-683.) 0 
[0 0 0 5] 

^&CD4|^14CD25B§1£^£>& i ^v-^-tf^TiMat^ «J „ 

mm -)^i/;tt77f A-r & - £ -enf£##iift g e^.^ 

Zt*1femi~WiWM%f&MA;X°£tz (Sakaguchi, S. , et al., 1985. J. Exp. M 
ed. 161:72; Itoh, M.,et al., 1999. J. Immunol. 162:5317-5326.) o IP*). 
jE#t 7, Z tz (i =7 v h ^01)41^14^18^^^00251^14. RT6. ( 7 v Y <D 

f&mmm<D^ftK§&m , CD5$iSI#1£. 2*:(±CD45RBI1B§14 (v?*) 5gL< 
{iCD45RClil^14 (7 7h) «^i*LT, 35 OT»«rT«*5 i ^11 

m * mm-r hmm^>^h-r, mz^^mnmm z mx-t h^tx& 

mm^fflffi&Mfr (Itoh, M., et al. , 1999. J. Immunol. 162:5317-5326; Sak 
aguchi. S.et al., 1995. J. Immunol. 155:1151-1164; Asano, M. et al., 199 
6. J. Exp. Med. 184:387-396; Read, S.et al., 2000. J. Exp. Med. 192:295- 
302; Salomon, B. et al., 2000. Immunity. 12:431-440; Stephens, L. A. , a 
nd D. Mason. 2000. J. Immunol. 165:3105-3110.) > CD4. CD252Mwlif14-e£>& 

Tmj\m®&m%smmn&(D a - 1 & c t tiz t:io tz Q 

[0 0 0 6] 
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&<D?)l'-'7frhft&'£titiKi&g%^ (Jonuleit, H.et al., 2001. J. Exp. 
Med. 193:1285-1294; Levings, M. K. et al., 2001. J. Exp. Med. 193:1295-1 
301; Dieckmann, D. et al., 2001. J. Exp. Med. 193:1303-1310; Taama, L. 
S. et al., 2001. Eur. J. Immunol. 31:1122-1131; Stephens, L. A. et al., 
2001. Eur. J. Immunol. 31:1247-1245; Baecher-Allan, C. et al., 2001. J. 
Immunol. 167:1245-1253.) 0 £ ttibO^fi XX$abfoX^&CM& £ TO) 

m^mmtmmzn-r^jz^m (anergy) > m^ti^^ 
><vwm, in vitroK&w&mi?Tmfo<D^mwumm& £ Tf^nmm* t*<o& 

\Z&^X^VXX<Dm>^tm^X&&Zt*1r%Mtl,X^2> 0 fill-t,, l^b^lflL 

bfrn* ttfeCD4RW4CD25WFttT«BJ!&tt, CD45R0I$§'&C9 ^ * V -T«^-# - 
£^3ILT3o > CD4|^ttCD25l^ttT|fflfla fc Jfclfc L THLA-DR& ^<£>©ttft^ 
<9f§Jj£^^o 4 fcJMHfert lijfeHTW KCTLA-4£#Pj| LTfe *) , $ J: 0 -eo 
H^±#i-^>o HKtKD3^«iJ$u SiCD3tn:#:i:^LCD28trL#tcj:^>flI^ mm 
&&<DJ&&&ttM1& (allogeneic mature DC) kz X 2>M®C% ¥XIZ, CD4R§t£CD2 

5»<7)ptpt4T«^DNA^^<t h*>fv©i4tti?>*if, fommwi 

Ktt1-&7FJSS&RM (anergy) h^otv^, ^CD3^#:^CD28jft(£l:: X %>M 
M^IL-2, IL-4, IL-15& IfWJ Y ft <i s £#n£ & £ t X\ CD4M£D25I» 

o cD4i#ttCD25^tt mmmmm^r^cdmm^mmmm^mmmtttz 

&mU^V»&%MWffli& (allogeneic mature DC) iZ X oTJ|a|jfcL;fc»£\ CD 
4|S§teCD25&§14 Plff1±T«##ftTi:Jt^LTCD4l^ttCD25^tt PtS^TiBM 
«^#W^it^»lH^ffl^f>ti^o ^^^^Jt^cLT^v^^o, CD4EI14C 
D25l^14iilUttTm(iIL-10. TGF/?1<£> X o &»IJ1£<7>^ h # >^^i"^> 
fS;W&&#\ CD4^ttCD25l^14T«mi-^>Ji?ilWlJ^ffl(i, .r*L£>-9-^ YJi 

4 y \zi$-$-z> tpmfcfcxtmmz titz^zt, m^mm ^«cD4i^ttCD25PtttT^ 
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OWiWftfflWII^* W tt*fe±. K $> *) „ & v - # - % % ffi $ tLT V * £ # 

[0 0 0 7] 

tfcv^fc.fctfl: H;:*JV>T\ IL-10^TtrOM^<7) (allogeneic) 
^JlJ^IWim^O*^^^^ (allogeneic immature DC) KXZm^iK 

Lmmz£^xmmzfc&m%ommmK^xi>^-£tix^2> (Groux, h. e 

t al., 1997. Nature. 389:737-742; Jonuliet, H. et al., 2000. J. Exp. Me 
d. 192:1213-1222.) 0 ZfibOfflUfci*^ Thl> Th2^fflJ3& t lim* <9 ;*:*<£>IL-10£ 
tf>tf> % TGF-ySl. IFN- 7 „ IL-5tf>S&t±ift < & < . V^;K7)IL-2£ 
jg&U IL-4£jg£L&v*.r LTi3*K Trl»i:llflftLtv^ 0 Trl 

m&cD4^ttcD25E§& mmmmmtmMKanergicx$>2>i)K mmnmmm 

l$m±Zfc&II^10^TGF-pUZ£^X~UnmnmX$>Z> o L#>L&# s <b> Trl 

mm t mmmmsmnmrnmrnm^ <m% &tm-9- r-t ? > x$> z> oa\ 

[0 0 0 8] 

•??7>&£Zf7yY X%U h tiX V* 2> PtpttTlffl^^ - %—X$)%> CD4> CD25<7>|& 
i^itU, biCi3V^T^^JflL^^^CD4^. CD25^t4coTm^^ 

mmtmbL&fr^xwiMx&zzttmmzfrfzo z^ztfrh, ^hc^u- 

[0 0 0 9] 

£*L<biNHJ&{^ ^MJfilCD4mt4Tm<7)5~10%^^i6^ K^& v ^^«ibg| 
-e&&±K N ^tt'fb-^fiJmicML-CTC^^T^^o i<D»^ #lCD3#i 
jfiCD28#L#^ «£ £H«K:iL-2. IL-43 fcf±IL-15& ^<D-*M h * 4 > Zm*. 

&ztxmn&vim*fei-z timmx&Zo l^l&^£>. fflm^zmsz^t 

[0 0 10] 
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B.izm\Mi>~W}< zt, mmfe&Kfc^&mKttmiEm (gvhd) iz&mm-mi 

it (Hara, M. et al., 2001. J. Immunol. 166:3789-3796; Taylor, P. A. et 
al., 2001. J. Exp. Med. 193:1311-1317.) frb, l©ttTil<Z)^tWl$IJfP 

mm zmm z m#o#i*i ^m-tm&o mmmw $^tv^ 0 

[0 0 11] 

2. 4C8ffiM 

fa®.*, T»<^)in vitroJflL^^jfe^WflJi-^ £ t MCX^ U V?-* 
2>^t\z£\), ACSfoJM. *WM~f ^^ey^n-t $ ttfc (Masuyama, 
J. et al.. 1999. J. Exp. Med. 189:979-989 ; W099/12972^-<Zril) 0 T«^ 5 

zfrLxmrnizmmLtzmzmmmmKmLtzMmizmtL, mmft&mi&m 
mzi-Qmfxmmt2>mm&'&mx*$>z>o Atrtmicff uctii^t 

Tbm&T^mM-r 2><DXli% < . CD4l^14CD45R0lt14CD26?^l^14O^tt'ft^ * V 

(mAb) {±T»^I&l : F l 3^«^0^«{iWtlJ^-r^> T»^:/-fe y YM^iM 
%ftj£T^<DMM*!%mMI<zm\\-t2>mPA)X$> *) . 4C8ijLiE It Z\ <D «£ 9 &&&&& 
M<r>WfcttX*hZ>tz%kb*Lh 0 4C8mAMCJ: 04C8}«tf>3&5i£*£fiEL*: t £ 
^ 4C8iniM{iCD3llttT«^5^ <SimU B», MMM, &*t, m%.mzb5£ 
#4>3t^ft>^J&K{i#&g£L&^ 0 4C8mAb^ X ^|liT»©7 ^ 

[0 0 12] 

3. CD52 (canmath-lffiJlO 
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Campath-ltet: h 0»««M*M-^^ V h 9 ? h#b#fc LTWal 

dmannf>^J;oTm,$tt/c: (Hale, G. et al. (1983) Blood, 62, 873) 0 Camp 
ath-l<7)#LH* (CD52) tiS < /FWTfco 1991^Xia<b K «fc o"Cffm^T-t 
LX\s\yE.£tlfz (Xia, M. Q. et al., (1991) European J. Immunol., 21,1677 

^CD52^ <Dft^X&^tzZhm^%-\ t z.m. J &ZiLX^Z> (Kirchhoff, C. et 
al.,(1993) Molecular Reproduction and Development, 34, 8) 0 
[0 0 13] 

Campath-lti 1 ; >/^±lC^^LTV^CD52^^L, WCUilif 

&&^i±foi£imwmmmmmm (adco *?\%&^ztK£-?xv >;m 

RZti, =7 v hffi#£ampath-lG£li Mb LfcCampath-lH^&£Campath 
U) (Alemtuzumab) mmffi, V >^ffi<£> Y&^iS t LTMil lenniumtt X *) _t7fj £ *L 
tv^ (Pangolis GA et al, (2001) Medical Oncology, 18, 99) 0 
[0 0 14] 

L^L&^<b> f<DfomX$>2>Cd52<DmmK'O^Xi±&i *)Whfr\~ti:^X^ 
&v> 0 TmmKiS^X, CD52**t#:i' iot^tt^t ^^fl^Jifc t tz 
Wt&tMULfz? ys?K<W ^WAt^^h^ h^oW^ (Hederere RA et a 
l.,(2000) International Immunology, 12, 505) &$>Z>^ 3fiCD3#i#:&& V»»4 
^CD2trL#^*f1--2)^J^^M LTCD52(7)fe ! L#^ J: £ ^f^iit t ttj^ffl U T 
«^?6^/L3t1-^ tv^^^$>^> (Valentin H et al., (1992) Transpla 
ntation, 54, 97. Rowan WC et al., (1994) International Immunology, 7, 69 

mmmommzFoxd Kmmz^^&^Hz^xm^x^-b^o 

[0 0 15] 

iHlltv^ 0 ^tt^m^-hife^^-r ^>CD52{±JL^«^^S§[ai £ *U 
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h fix v> & o 4 fcCD52fc*4~r & t/t# WS^JK H t ft o r v> £09 m& £ *LT 

ffi^O«tBl"^»t*CD520«*I ! &^t±t^Wft^ , #v> (Kirchhoff C 
et al., (2001) Cells Tissues Organs, 168, 93) 0 
[0 0 16] 

ITV^ (Xia, M. Q. et al., (1991) European J. Immunol., 21,1677) o 53* 

[0 0 17] 
[#rai] 

Sfig^Hi W099/12972^2tfft 
2 ] 

#fr^#R #^¥2 - 5 0 3 5 1 4 

Masuyama, J. (2002) J. Immunol., 169, 3710 

Hale, G. (1983) Blood, 62, 873 

Xia, M. Q. <o. (1991) European J. Immunol., 21,1677 

Kirchhoff, C£>> (1993) Molecular Reproduction and Development 

, 34, 8 

EHMfcfclR 5 ] 

Pangolis GA£>> (2001) Medical Oncology, 18, 99 
Hederere RA^>> (2000) International Immunology, 12, 505 
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Valentin H<b. (1992) Transplantation, 54, 97 

Rowan WC"b> (1994) International Immunology, 7, 69 

Kirchhoff (2001) Cells Tissues Organs, 168, 93 

[0 0 18] 

[0 0 19] 

[me * *§?&-r %tzt> (D^m 

*m.i)Km2ft=?-X$>Z>Zt ZMt&LtZo ^<7)CD52lCOV^TO^^f>{±, CD52 

titxBmmv ymBs^mfrhw y^mm^mt^<D^hfix^tzmD5 
?p$ijMte^iiti5ttT«M#©tt^^ < %&mmmmx # & - 1 u * 

[0 0 2 0] 

1 . 4C8tn:^moCD52T n*-* h lt^t^> ^WJO 

2 . 4C8j5L#J^?>CD52T h £;£r£M;^ h LT^i" & , fifi&teT*fflJ!& 

o^Mbit^ x &/* tztenmfcm>(Dtzft<Dmm®.jm>, 

3 . CD3T =f-^. h & $ P> fc-g-tr. ±ffi 1 £ 7tii 2 SBfcOEagftj&KK 
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4 . CD3T h ^mCD3j5t#f fcf±*0 77^^bW, _t|B 3 IB*c 

5 . JfiCD3#uffcri s t: b £ £ it K Y titffcXh & . ±12 4 %m.<r)Um^M 

7. CD52T^x b^CD52#L#:£ ?zte<£<D7 y Jf * > ±IB 1 ~ 

8. &CD52jfr&M*fc: MW5vfc2 fcii t: h#vfTeab&. _hfB 7 |B«^> 

<Dtztb<D^ ±|B 1-9 <DV>-f tifrl,zm%<,<DW&!&f&<8!}, 

1 1 . ^5giffllia<^^lB H^il-r^>CD52^4C8i7L#:WOCD52r =f~X h £f£ 

ffi$^^iticit9 m?>mmM<Dft4mm& £ w * tz \mm zi&m-r %> ism, 

1 2. CD52T^-X Y^m:m2W^ttz\t^(Dy7^^ > YX$>%>, ±fB 1 

i ia«<7)^> 

1 3 . £lCD52#l#:^ t: h <b^# * £ i4 1 h JfrfcT* & & , ±1 S 1 2 f Bfc^V* 
1 4 . _t|Bfc h ittdmtf? 7ft:f ^#Campath-lHT& & . ±|B 1 3 IBfc 

1 5 . _L|B^^JfeO^MH^1-^>CD3^CD3T =T-* h Zitm - ^ 
& £ ib fc-g-tr. -LIB 1 3 * fct± 1 4 m>1**Ltf>KSBIft<&:£8;. 

1 6 . CD3T =f-X h ^CD3fcvf$£ fclif«7 y ? * > h X*$>&, _LfB 1 5 
IB«<0^. 

1 7 . &CD3#t#:^fc h jtjfoffct tzltKY *n/fcT?& * „ JhfB 1 6 |B«0^^ 

i 8 . ±.m-&&mui>K 5Mf jfiL % y 4 lijwftte-srs *l& & <dx*$> z> 
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. -tiB ii~i7 i mzm<Dii&, 

1 9 . ±u$Limm t Tmmx-& & , ±ta 1 8 iem^^^> 

2 o . ±m«m^^jflL^-^^-e* & , ±m 1 9 1 sm^^-^, 

2 1 . ^»^<7)CD3T b^iij^fe J; OT)527 =f-* Ml» 
W-~Cftfrti& ?>T*&&JtfB 11-20 <7>v>-r^^fBm^fe> 

2 2 . &2&#fflJ^OCD37 h Mffltte £ OT)527 n*-* b Jfljato*. ikfa 

ftT^*?;^ &±ffil 1-2 0<OV^-ftL^tcfe^o^^ 

2n himfat tzi±\z h^^fm-r^^, 

rm/t ^{i^TO^&^rt^^^^lj^i^^^-i-^^J CD52 1 <D 
[0 0 2 1] 

*W*B»fci3V*T, CD52T3*-^ h til, ^«^W^^1-^>CD52^^ 

f^ffl f & -r ^ k j: n , CD52 * ^ t ^ iBiftrt^ v ^f - ;v =Hsii l# & w £ urn.-? 

CD52^T ^Ltv^t;^ Wm* 2>$>bW>2> is £ <^CD52tn^ K 
Mi-^^^^i-^b ^&}5vfm, CD52m>r*u^g|H£mirt&&0^& 

mZfc&tfimi, &\l}t><7)^ (Masuyama, J. et al., 1999. J. Exp. Med. 18 
9:979-989; W099/12972-^-<2r#) M >T»^^ tfct&t? J: 0#<b*L 

tz^y ?u—f)Vfc®.frh, mm.<Din vitroJfr1f^7££»J-f & «1 1 
♦wSJfe-r * i t # £ Kh . CD52jrjjM T=f"-j^ j> mMZGIr Z> 
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[0 0 2 2] 

tfz, ^5£W^m*CD52T rf~* YtLX, 77 ft >• idfrftCampath-lH ( 
TU^Xy'/; Alemtuzumab) rt^f tt& 0 £*Ui N Campath (^ilig;jl) 

#f¥2 - 5 0 3 5 1 4 Klfif^tLT^&o 
[0 0 2 3] 

^-r^rfr^x^m^mztifzK vm^BBfa.mftmm& (huveo 

mmiwm Kmrnmrn^m^mm^mm^ >?- ^2001^9^ 26 a 
-e^rft^FERM BP-7757-e^it) k&v) mtkz fc&mom&Km.'S^M t lx 

^'JK- ^ JM-1 i 19 j££ $ tt & ^0052^^-51^11^ £ t: b 7 1/-A 
*MWir &Zt$> mtX$> h o t TO^iJ £ tLT v* ^ t h ^ffcftfeT- 
mizuka et al., 2000. Proc. Natl. Acad. Sci. USA, 97:722) ^fffit^Clt 
[0 0 2 4] 

^BJO^tCiSV^T, CD52£3&g|-r&&^MK^L-C, CD52iCjpx.T, CD 
37 3*^h Z*khZtKX.-oX^ CD52<DWm^M&^<Dfrimm £ 
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jjPx.TCD52^^L/v:fijm^^/c'bi-C:h^, CD52HJ$ljma:#1-^C:i:^So ^ 

&#lCD3J5l#\ #!i£(£0KT3 (ATCC CRL-8001) „ UCHT1 (B. D. PharMingen) % HIT 
3a (B. D. PharMingen) W&lfhti&o ttz, (QmfotfM&mtKM't 2> 

fla*/ilE^## i: CD30^#^ £ & <b L , CD3 £ ^ L fc«l*l^<7Mf ^-fcit * 

#8jKt±> n M«irtM^:##Vbeta6.7HMi-^ &0T145 (Posnett e 

t al., 1986, Proc. Natl. Acad. Sci. USA. , 83 (20) : 7888-92) fc^^lf 

&o ifc* ^^liOHLA^^^V^iHLA^T-ttJLM^^ 0 ^ KOf h J^-frf-V 

o 

[0 0 2 5] 

_h^<7> j3 , ^JfiLWl^^^fflia^^ii. CD52T h £CD52fctfUB £ 

fctCJ: Vmm-ZiXZWX*, ftSBE4&W1WS*t»*o *^ CD3tCD52fc^*H 

m^iim^B^tL^Clfc^^, iOCD3tCD52t<^I^B#$iM^>f fc, 
&<DmU**>tzblTo Ltztf^X^ &5£W^£ 9*0*3*^ CD52T^*h£ 

jfltoj&frt lx^i-& mm&.mo, a x tra>52T ^=-x y ta&Tzf-xh t 
^«^tLtMt^gia»ii> %.$mtimtLxmmt?$>t)ftZo m 
mm®.&®te, zbiz<&fc<Dftm&<Dftmmm*^ttt-?2>mmtLx, mm& 
mfo<r>fMtw&»& w* tz \mm^MM t l xmm x$> o # & 0 

[0 0 2 6] 
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v> 0 J&VM± N CD52T=f~* (7';-XK5>f) U &5S&fc§fc±. 

Sfctt, &*t»k ^»l#J. ^Ift:U»^«-W«:^flSo 

[0 0 2 7] 

P^trli. tA^Lt^ lB^jO.Olmg-lOOOmg-eJbJ). £iHb&lHU ifcii 
gfcEl C^tttS4t & £ £: ^"C § & 0 lN£p&-^-eti, 10^0. 01mg~ 100 

[0 0 2 8] 
[0 0 2 9] 

1"T?fc^Sife$*LTV>&o ^5g&fflfl&OlS-e2b*«*taB|& (dendritic cell 
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) KA&W&SfcifeU ^OflcrttcBSi-a^fe^f^tLTv^ (M. Jefford, 
et al., The Lancet Oncology, 2: 343-353, June, 2001) o MMZtltzfb&M 

i&hcd52t h & x xfcmr =f-x v *ftm z^&ztizz y) y mrn&Ymm 

i©i?^i/^^^x^^lf/f (ex vivo) SHW^5^^i3V*TM 
*$*t^Jgt^S:H^Ot £%ri%<OWfK&\,*T¥miT2> i> <DX$>2> t ^fx.^. 

£ty^mk^<D>) X? <Di&<*jf £^z.2> 0 
[0 0 3 0] 

D52 * §m l x v> & mm t GmiY&m * &m £ *r > * ojbs^ji * (±cD52f u 

att&aF***ffl?-£ i t J: 0 N CD52 fc OfflSlflUB Ofem^ LTCD52T b t 

[0 0 3 1] 

immm 

mmmi :4cmm<omM 

4C8M & * y * n - ^ ;v^#4C8#vfttf*. TWO in vi troIfiLW^jfe £ 
$9fflt&Z£*. -tX*iZ&§km%t>l±WhfrlzLX^2> (Masuyama, J. et al., 
1999. J. Exp. Med. 189:979-989; W099/12972-f-<2r^) 0 
[0 0 3 2] 

t-f, zmCSfam.<DlEfa<DmfcZ^frtZo 4C88iM.it* 4C8mAbl^14*ffljra55*-e 
* *CD3»ttjfflli&* it^JiiC t LXdMA? 4 7*7 V - fcfER U 
— »tttC|^$*7tC0S-lj|fflJi&*4C8mAbfcMACS (Miltenyi Biotec) ^fflwtii 
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[0 0 3 3] 

^ V >m\\ t V -£ffi tfB.fr ^Ficol 1-HypaqueK «fc h ^E^Jlfrf «fc «9 **S 

jMM£3££^IU CD3l^ttT«^Jn:CD3*rC#: (Miltenyi Biotec) £MACS£ffiV* 
tlltfco 108>f@c^CD3l^ttT»^^RNeasy Mini Kit(QIAGEN Inc)£fflv> N 90 
fx g<D%mA*WfZo poly(A)+RNA{±01igotex™-dT30<Super>mRNA Purification 
Kit (TAKARA BIO Inc. ) ^^TfflHU 90^gOl&RNA^'bl.7//g<7)poly(A) + R 
NA£#fc 0 <rOpoly(A)+RNA^ ^Superscript™ Choice System for cDNA Synthe 
sis (Invitorogen Co.) * m^X^foLtzcWAltT tfv - xy^M^mW)^ £ <9 
■9- ^ X^M >Ht 1 Kb# <b lOKbOcDNA^^Mffc^ * * -pEF18S (Ohashi 
, H. et al.,1994.Proc. Natl. Acad. Sci. USA 91 : 158-162) tC^n->lbL 
fz 0 ^(Dm^, 7X \$m<V%$£L? n - >fr h £ ^>CD3It14T^fflHafi*cDNA7 ^75 

[0 0 3 4] 

_tf£^ W "7*^ V — OLB (Luria-Bertani) lg*i£500ml <b , Endofree Plasmid 
Maxi Kit (QIAGEN Inc. ) £ffiv>T270;u gC07°^^ ^ K£?#7to .1 0 ? 100> g 
£2X107oC0S-l«l~TransiT-LTl (TAKARA BIO Inc. ) 

Lfco V 7*7 V - ^— ^14^^m$^fcC0S-l«^^4C8mAbl^14«^^^ 
^^MACSt^fflv^TftML^o 4C8mAbH14C0S-l»^^Hirt^ (Hirt B. , 19 
67. J. Mol. Biol., 26 : 365-369) icit}-/^^^ FSrHHlXU ;*dj§W (Electr 
oMAX DH10B, Invitrogen Co. ) KM-X LT^S L£^7^ * 5 K £±fB t TO 
trpMLfco ±|BC0S-l«#A^'b^^^^ KII!i|3l£T-<7>r*I&^C3III*£«9^ 

[0 0 3 5] 

->£ifig|U ±ffi^|Wl^^C0S-imn— ^14H#AL/i^ FACSCalibur (Be 
cton-Dickinson) *ffl^T4C8I^tt^ u - > £$IJglJ L£ 0 ^O^. 3lSO^n- 
>^4C8ltttt&££h^lJHJ3L£ (Ell) o 
[0 0 3 6] 

M^n-y^j&SSfi^JSrABI PRISM 3700 DNA Analyzer (Applied Biosystem 
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s) StJHv^-CSMeU BLASTS J: *) Z ? VT- 9 *<-X<Dti(m*ftvtzt Z 

3^><Offi&? U*->\±\,*-ftli>CD52 (Xia, M. Q. et al., 1991. Eur. J. I 
mmunol. 21: 1677-1684) £ 3 - K1"& £ £ Ltz 0 BWZcWhZCOS-lfflmX 

#&3t£*fc & <£>(3\ ifCCD52£n;#-e$>& - t ^tLTV^Campath-lHlc «£ o "C & 
*rfe£*Lfc 0 CD52fc|iJDGPIT>#-* >^?®^&&CD48, CD58x CD59 

OcDNA£C05-l*fflJJ&-e3&5B * 4C8mAMc X 2> Iferfete £FACSCal ibur-Cfl?#f Lfc t: 
i £ 1^14 * «9 s 4C8mAb^GPI T>#-*>^*K C^ii^ji £ Ltv^ 

[0 0 3 7] 

2 : campath-iHU$j$:&c x zmMmmm^mm 

CD52$:in l m.tirZ>*; ? u -^;i/^;#Campath-lH(ClH) ZWfflMt LTfflv^ 
t tK, 4C8mAb£fflv>*:fc § fc^^CD4^ttT«^^WlMttT^7&^S^tL 

[0 0 3 8] 

&%Atf7>'T<t T^'JflL^^Ficoll-Paque Plus (Amersham Pharmacia) \z 

m*££ *?MACS CD4+ T Cell Isolation Kit (Miltenyi Biotec) Zm^XUMM 
If <7)S^It Cfto t ^ A t ^ y-b V ^ y a > {:i o Til L f: Q 
[0 0 3 9] 

7"V- h^Oi£#<D@*Ifl:i±#:<Z> i9 Mfofco PBS^fflv^TlOOng/mlKMSS 
L£j5LCD3#L# (0RTH0CL0NE 0KT3, Ortho Biotech) *4Swel\7°V~- Y (Costar 
) KfrfrLX4X;^24#m4>**.^-*sa>*ffvXmttftL1z®L^ PBS£ffiv> 
T10^g/mn'pmt/c4C8mAb^>^>V^iCampath-lH (CAMPATH, Berlex) £|Wp|§K 

[0 0 4 0] 

tSrJEO^fetc J: Jj U/iCD4l^ttT«^RPMI1640(GIBC0) 1'10%FCS 1 15mM<7)H 

EPES/^y 7 t *^irat7t^«injK?B u ±m<ojj&xtii<fczmfflibLtz'7u- 

Y tC8X lO^cel ls/wel lt%2>X7 KMU U O^^*^-* t?37°C/5%C02 
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Y (O)star)^ixio6cells/wellt&& X o KffiftU MK4BmMMWCT 
-?i%m b XfoikWM KLtzi>(D ^4C8mAbgiJ$lJM^* & v> fiCampath-lHgiJf mm 

[0 0 4 1] 

PPfifljT y •fc'f (i^O i ^ fcfifo fc e 96wel 1 UJi^V- b (ICN) KCD4R&f£T*B 
mi X lO^cel ls/wel 1 £X*Ul8lt (5000rad) L7t^lfll#^^4 X lO^cel ls/wel 1 £ 
#£»@U ^0)3*lL«:Sr«^ifta?25ng/ml-e^ijnL-C3BIW^*Lfco ZCDtZ 
, & ^ x. ft ^ o fc^JIS* #P«U1£nHM& t L TX^Mtt (5000rad) L 

4C8mAbIiJ fOMJE * tz {iCampath-lHg!l$iJ^J!t £ 0. 5 ~2 X 10 5 ce 1 1 s/we 1 1 
L/d& t -C[3H] ^ ^ v VJR 19 ^ £ i:b^c LTj*P$ OiStefcfHBi L/c Q [ 3 H] 5 v > 
flfcD&*f±, *&*3B BK0.2,«Ci/well<D[3H3^5 v> *^i0 LT8Bf F B m^» 
fcEUKU tL^[3H]^-^^^c7)^'>>h*^-^-7 P V-h (Perk 

inElmer) tiSn^i:t:i fJlMUo 1HJOT y-fe-f KfflV>£#fflJ&te^T|S| 

[0 0 4 2] 

H 2 K^F Vtz X ? Campath-lHglJ^!lMM(i4C8mAbM!jf!lM^ t fflWLKQM 
[0 0 4 3] 

3 : Campath-lHfc X ZmmmfflM<vm!k^nfeMJ&mM<7)mM 

4csr^bxm^^ttx^^cd3^mmm<Dm^^mmM^Mir^mmn. (Ma 

suyama, J. et al., 1999, Journal of Experimental Medicine, 189(6), 979-9 
89) i>m<D$iCD52tt&X* jf, <b tf> 2f •? £Campath-lH£ ffl ^ XtkM Lfz 0 

m*±mm$:xm.&Ltzjj&K&'3^xvkT<DX7 Kn^tz 0 

[0 0 4 4] 

mfrZWffiLfztit* ^CD16$jn#fc# (Advanced Magnetics, Inc.) £JBv>fc*:*r 
[0 0 4 5] 
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50// l/well03 7-^>^;U^#:V^c96well¥Jg"7 0 l/— h (Becton Dickinson 

-t-Oc^Lfco CD3MMJ&teM199 (GIBCO) K0. 5% BSA^r^in L/^WKO. 3 
~3,« g/ml£>4C8mAb3: 7t(±Campath-lH^Sn£. 20:frPpl7K±Kjt§kg LT M^fi^f 
ofco £OCD3MCT)fe (3X105/well) ^fl^fitlL Wf^f^tf 

Kit^L?^ 37°C-e3B#P H M >^ra.^-v3 *^CD3|^1£T*BJ& £: 

[0 0 4 6] 

@3^Lf:i^ Campath-lHfi4C8mAb|WI^Ilc:CD3l^tt'Maao^F f 3 J feiBJ!a^ 
3fe«rjflI«L^o Ifc^'ot, ^0)52tJL#:-e2b^Caiiipath-lH(i4C8mAbi: *>K. grt 

[0 0 4 7] 

^»J4 : ^CD52^#giJfiJ^clc J: *) *i&»Wm*Blfe<0«*y 

35lCD52#l#MiJ* iJSfcfc i »} HS$ WJSTTO^T njye0W*n i &CD4RI14 

Srfr ofco #lCD52#l#:£ LT(i4C8mAb*^ffl Ltz 0 
[0 0 4 8] 

CD14 (Miltenyi Biotec) £fflv>Tf£|ga^#^tf^M«Kt£o t^vx f 
* v a > \z J; o •CCD14HH&HHII&&SS3I Lfco CD14|^14»£RPMI1640K10%F 
CS> Z-tfrfJ-fY^* J—fr (GIBCO) > 100ng/mlOIL-4. 50ng/ml<7)GM-CSF£^ 
inLfc*»fc!RiSU Sweliyw- b (Falcon) ^3X106 C ells/well-Cft@ It 
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ft &fflmtmi& £ mm L 0 ifttO— g|$ (i70-t^h^-^ (FACScan, Bee 
ton Dickinson) $M7fH£tU ^f»^ffl^v-^-co^^li^L/io 
[0 0 4 9] 

*£^v ysm^mBLiBimmmAfrbmmLtzCdmmmffi (ixio5 ce iis/wei 
0 t m% ztm^Bfr hmu l tzmm^mmmmz a x io4 ce i is/wei o £96 

o^IttWJttTIlt LTX|&HSJt(5000rad) t7t4C8mAbIlJ$!j^«^l~2 
X 105 C el ls/wel ltf«jn £ T [3h] ^ ^ 5> 19 Zftlfc 

ffiLtz 0 [3H]^$i?>w*)&frmmmmMi tmm^7otz 0 [3h]^ 

[0 0 5 0] 

HI 4 KtfLTzJ: 9 fc, 4C8mAbHJf!JM«{i^'J >^3^*Rj££»*Hj&§& 
[0 0 5 1] 

CD52T h £fflv>TMB1£T*fflJI&£ex vivoT'P^ -2> £ <h ti^ffe t & 0 . g 

i" & mm& x wt tz i±^m^<omm tmm t 
[mi] 

II 1 f±. 4C8R&te* n->*> l o^^AL7tC0S-imoFACS^^-e$>^ 0 
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[0 2] 

El 2 {i. 4C8mAb £ f ±Campath-lH £ CD3 £: ^ KHJf m t * i®&n b TCD4BI 
&T*ffl)&O^CD3jfcffc$ fl»H J: & If fll £ ^ 5 v >OHS. *9 X *) L £ t i 5 

, 4C8mAbHJf \\WMm& £ m;ampath-lHglJJ|M» t fc&fln L^»^C^^«J 
tc , CD4I^ttT#ffl^O^CD3^«J^Cl' J: & if*it & WHWf- ^1-|U-Tr& & 0 

[®3] 

EI 3 ti, 4C8mAbf /i(±Campath-lH^j}n^ £ &CD3E§ttTM<£> t: h J^MifiLW 
firt^ilT^ 3 9 - ^^r;vrt^^^»IJ & o 4C8mAbi3 

i: ^campath-iHh t> cmmmmmvmftj^mmm&znm l?z 0 

[04] 

HUti, 4C8mAbMMiaorl i ^'; >/^^RS<7)PPtlJ^P^/i^t?*^ 

o 4C8mAbWj^«(i?i^ 1 ; > sm&mKfczmnfflmwtti$*m^m\\ Ltz 0 
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[HJ3] 
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- 100 
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?n 40 



n 20 




■ 4C8mAb 
□ Campath-1H 
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o 1 2 

^*nH6&Tiail}&§&(x10 5 cells/well) 
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ftSU#^- [000253503] 

1 . S 1 9 9 5^ 6^140 

ft ^ JiC^^EiiOlirTi l 0# l -Si- 
ft £ IMXM}*:5^*t 
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ft * 

2. ggH^JlB 
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ft ^ 
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